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DETAILED ACTION 

1 . Claims 1-4 are pending in tliis application. 

Information Disclosure Statement 

2. Applicant's Information Disclosure Statement, filed on 12/05/2005 has been 
acknowledged. Please refer to Applicant's copies of the 1449 submitted herewith. 

Claim Rejections - 35 USC §112 

3. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
mailing and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 3-4 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for the treatment of many of the diseases recited in 
claim 4, does not reasonably provide enablement for the treatment of chemokine 
mediated disease and the treatment of Alzheimer's disease, restenosis, angiogenesis, 
atherosclerosis, stroke, undesired hematopoietic stem cell release and viral diseases. 
The specification does not enable any person skilled in the art to which it pertains, or 
with which it is most nearly connected, to use the invention commensurate in scope with 
these claims. 

In evaluating the enablement question, several factors are to be considered. Note In re 
Wands, 8 USPQ2d 1400 and Ex parte Forman, 230 USPQ 546. The factors include: 1) 
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The nature of the invention, 2) the state of the prior art, 3) the predictability or \ack 
thereof in the art, 4) the amount of direction or guidance present, 5) the presence or 
absence of working examples, 6) the breadth of the claims, and 7) the quantity of 
experimentation needed. 

The scope of the claims is not adequately enabled solely based on the activity of 
IL-8 and Gro-a provided in the specification. First, the instant claims cover 'diseases' 
that are known to exist and those that may be discovered in the future, for which there is 
no enablement provided. Test procedures and assays are provided in the specification 
at page 17 and it is concluded that the representative compounds of Formula (I) 
demonstrated positive inhibitory activity with IC50 levels less than 30 pM, however, there 
is nothing in the disclosure regarding how this in vitro data correlates to the treatment of 
the diverse disorders embraced the instant claims. The disorders encompassed by the 
instant claims (e.g. viral diseases in general), some of which have been proven to be 
extremely difficult to treat. There is no reasonable basis for assuming that the myriad of 
compounds embraced by the claims will all share the same physiological properties 
since they are so structurally dissimilar as to be chemically non-equivalent and there is 
no basis in the prior art for assuming the same. Note In re Surrey, 151 USPQ 724 
regarding sufficiency of disclosure for a Markush group. 

The claims are drawn to 'treating viral diseases ', however, there is no common 
mechanism by which all conditions due to viral infections arise. There are more than 
400 distinct viruses that infect humans producing a wide range of diseases. Cecil 
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Textbook of Medicine (20*^ Edition, Volume 2, 1996, pages 1736-47), states that "for 
many viral infections, no specific therapy exists. Proper use of antivirals requires 
specific viral diagnosis" (see the enclosed article, page 1742). 
Limitation to the treatment of rhinovirus instead of viral diseases in general would 
overcome portion of this rejection. 

In claim 4, a method of treating Alzheimer's disease has been recited. The 
central characteristic of Alzheimer's disease is the deficiency in the level of the 
neurotransmitter Acetylcholine that plays an important role in memory. Alzheimer's 
disease can be treated only by Acetylcholinesterase inhibitors that reduce the depletion 
of acetylcholine. The skill level in the art is so low that the only treatments available to 
this day are drugs that inhibit Acetylcholinesterase. 

Stroke represents one of the most intractable medical challenges. Stroke is estimated 
to cause about 15% of deaths, behind only heart disease and cancer. Even those who 
survive normally suffer from persistent damage, including motor and speech 
disturbances and/or convulsions. Despite a tremendous effort to resolve these 
problems, cerebrovascular therapy as so far been limited to trying to prevent further 
damage in areas on the margins of the ischemic focus, thus trying to maintain adequate 
perfusion in remaining intact areas, and thereby limit progressive infarction. This is 
generally done surgically. Standard pharmaceutical treatment, such as antiarrhythmics 
and antithrombotics don't get at the cause of the stroke or the damage caused, but are 
mostly done to insure adequate cardiac functioning. 
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Effective acute drug treatment of the stroke itself has so far proved to be beyond 
the reach of medical science. Major efforts have certainly been pressed in the area of 
neuroprotective therapeutics. Those studied have included use of Ca antagonists such 
as Levemopamil and flunarizine, to suppress neuronal calcium influx; NMDA 
antagonists (both competitive, such as APV and CPP, and non-competitive such as 
chlorpromazine, ifenprodil and Mg salts) as well as AMPA and kainate antagonists to 
block post-ischemic receptor-operated calcium channels; attempts to block arachidonic 
acid cascade or elimination of its metabolic products with agents such as lipogenase 
inhibitors and thromboxane; use of free oxygen radical scavengers such as superoxide 
dismutase, alpha-tocopherol, or allopurinol to inhibit the lipid peroxidation that damages 
cell membranes, which may indirectly help prevent intracellular calcium overload; anti- 
edema agents such as corticosteroids; use of 5-HTia receptor agonists to suppress 5- 
HT concentrations in the hippocampal extracellular space; use of CRF receptor 
antagonists to inhibit excitotoxic brain damage; use of serotonin 1 A agonists such as 
ipsapirone, or adenosine modulators such as vinpocetine, to stimulate adenosine, 
which may act as a protective agent by hyperpolarizing the postsynaptic neuron; use of 
platelet aggregation inhibitors such as prostacycline and ticlopidine, and other 
approaches as well. 

Despite this vast outpouring of research, the skill level in this art is sufficiently low 
relative to the difficulty of the task that obtaining a neuroprotective treatment of stroke 
was, as of the filing date, not yet possible. Hence, accomplishing such a goal involves 
more than routine experimentation. As evidence for this, there is cited Chalmers (TIPS 



Application/Control Number: 10/559,154 Page 6 

Art Unit: 1624 

Vol 17, pages 166-172 April 1996), which states flatly on page 170 that, "At present, 
there are no effective neuroprotective agents that can clinically ameliorate the effects of 
stroke in humans." For example. Pentoxifylline has been one of the most intensely 
studied, with dozens of studies published on its properties. It appears to have a wide 
variety of effects on leucocytes, erythrocytes, neutrophils, plasma fibrinogen levels. 
These result in a wide-ranging ability to increase blood flow, resulting in effectiveness in 
some vascular disorders, especially intermittent claudication. Research with different 
administration methods, or different subcategories of stroke may well result in the 
discovery of how to get this drug to work, but the slowness and difficulty of this research 
shows clearly that this involves undue, not routine experimentation. Applicants' 
compounds have been subjected to far less study. 

Restenosis, or recurrent stenosis, is an extremely general term. Stenosis is the 
narrowing of any canal, orifice, valve, duct, artery, vein, tube (such as trachea), 
opening, etc. in the body. These can arise from obstructive lesions, deposits of 
granulations, organ hypertrophy, etc. There is no such thing as being able to treat such 
widely diverse problems which arise from different sources. The same is true for 
angiogenesis and atherosclerosis. 

The instant claim 3 recites. "A method of treating a chemokine mediated 
disease", but said claim appear to be a 'reach through' format. Reach through claims, in 
general have a format drawn to mechanistic, receptor binding or enzymatic functionalitv 
and thereby reach through any or all diseases, disorders or conditions, for which thev 
lack written description and enabling disclosure in the specification thereby reguiring 
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undue experimentation for one of skill in the art to practice the invention . 

Thus, factors such as "sufficient working examples", "the level of skill in the art" and 
"predictability", etc. have been demonstrated to be sufficiently lacking in the use of the 
invention. In view of the breadth of the claim, the chemical nature of the invention, the 
unpredictability of ligand-receptor interactions in general, and the lack of working 
examples regarding the activity of the claimed compounds, one having ordinary skill in 
the art would have to undergo an undue amount of experimentation to use the invention 
commensurate in scope with the claims. 

Claim Rejections - 35 USC §112 

4. The following is a quotation of the second paragraph of 35 U.S.C. 1 1 2: 

The specification sliall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1 and 3-4 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention: 

a. In claim 1 , there is no period at the end of the claim. Applicants have also to 
add the term "and" before the last species. 

b. In claim 3 it is recited a method of treating a chemokine mediated disease. 

The scope of claim 3 is unknown. Which diseases are these? Determining whether a 
given disease responds or does not respond to such mediator will surely involve undue 
experimentation. Suppose that a given inhibitor X when administered to a patient with 
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Disease D does not obtain a response. Does one then conclude that Disease D does 
not fall within this claim? Keep in mind that: 

A. It may be that the next patient will respond. It is quite common for 
pharmaceuticals to work only with some people, not all. Thus, how many need to be 
tested? 

B. It may be that the wrong dosage or dosage regimen was employed. It is quite 
common for pharmaceuticals to work at one dosage, but not at another which is 
significantly higher or lower. Furthermore, the dosage regimen may be vital — should 
the drug be given e.g. once a day, or four times in divided dosages? Thus, how many 
dosages and dosage regimens must be tried before one is certain that this 
pharmaceutical won't affect Disease D? 

C. It may be that X simply isn't potent enough for Disease D, but that another 
inhibitor Y is potent enough, so that D really does fall within the claim. Thus, how many 
different mediators must be tried before one concludes that D doesn't fall within the 
claim? 

D. Conversely, if D responds to Y but not to X, can one really conclude that D 
falls within the claim? It may be that the X result is giving the accurate answer, and that 
the success of Y arises from some other unknown property which Y is capable of. 
Thus, when mixed results are obtained, how many more pharmaceuticals need be 
tested? 

E. Finally, suppose that X really will work, but only when combined with Z. 
There are for example, agents in the antiviral and anticancer technology which are not 
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themselves effective, but the disease will respond when the agents are combined with 
something else. 

F. In addition, literally speaking, any disorder can be treated with any drug, 
although the treatment might not be successful. Assuming that "successful treatment" 
is what is intended, what criterion is to be used? If one person in 10 responds to a 
given drug, does that mean that the disease is treatable? One in 100? 1,000? 10,000? 

As a result, determining the true scope of the claim will involve extensive and 
potentially open-ended research. Without it, one skilled in the art cannot determine the 
actual scope of the claim. Hence, the claim is indefinite. 

c. In claim 4, the phrase " arthritis (either oseo- or rheumatoid)" is not clear. Is 
"oseo-" a typographical error? Since arthritis is not specific medical term, it is 
recommended that applicants replace "arthritis" with "osteoarthritis and rheumatoid 
arthritis". 

d. In claim 4, the phrase "undesired hematopoietic stem cell release" Is not clear. 
What Is It? This is not a standard medical term, but a process. It is recommended that 
applicants delete this phrase to overcome this rejection. 

Objection 

5. Claim 2 is objected to as being dependent upon a rejected base claim, but would 
be allowable if rewritten in independent form including all of the limitations of the base 
claim and any intervening claims. 
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Conclusion 

6. Any inquiry concerning tliis communication or earlier communications from tine 
examiner sliould be directed to Kalisay Habte, Pin. D. wliose teleplione number is (571) 

272- 0667. The examiner can normally be reached on M-F (9.00AM- 5:30PM). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James O. Wilson can be reached at (571) 272-0661 . The fax phone 
number for the organization where this application or proceeding is assigned is (571)- 

273- 8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

/Kahsay T. Habte/ 

Primary Examiner, Art Unit 1624 



KH 

April 9, 2008 
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